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The effects and pharmacokinetics of rhG-CSF on the treatment 
of neutropenia in patients with renal failure 

Page 974, lines 8-18 in the left column 

1) Target 

Targets to be tested are 9 renal failure patients with 
a tendency to pancytopenia. Two of them are conservative renal 
failure patients having a serum creatinine level of 5.3 and 7.8 
mg/dl, respectively, and the remaining 7 patients are under 
regular hemodialysis (Table 1) . As to the cause of pancytopenia, 
bone marrow aspiration showed hypoplasic findings in Case Nos . 
1, 3 and 5, while abdominal CT showed mild splenoma in Case Nos. 
4 and 7, suggesting that hypersplenism was responsible for 
pancytopenia. The cause of pancytopenia in the remaining 4 
cases could not be identified. Pre-treatment counts {mean ± 
SD) of peripheral blood cells were 3500 ± 500/^1 for white blood 
cells, 12.7 ±2.7 x lOVnl for platelets and 269 i 46 x lOVul 
for red blood cells. 

Page 977, lines 10-16 in the right column 

Disouaaion 

Although rhG-CSF has already been clinically tested for 
treatment of various diseases, there has been no report of its 
effects and safety in renal failure patients. rhG-CSF is 
partially metabolized in the liver, but the kidneys are the main 
organs for its excretion 55 . Thus, this study was conducted for 
the purpose of clarifying the pharmacokinetics, effects and 
safety of rhG-CSF in renal failure patients. 

Page 979, line 3 from the bottom of the right column to page 
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980, line 17 in the left column 

rhG-CSF was administered to patients with end-stage renal 
failure under the schedule of single or two-week consecutive 
injection to thereby obtain the following conclusions. 

1) When administered by single injection, rhG-CSF was found 
to have a half life of 2.87 hours, which was about two times 
longer than that in healthy subjects and was not affected by 
hemodialysis treatment . 

2) Marked increases in leukocyte and neutrophil counts and 
a mild increase in lymphocyte count were observed during single 
and consecutive administration of rhG-CSF. There was no 
significant change in other leukocyte differentiations or red 
blood cell and platelet counts. 

3) NAP score increased significantly during single and 
consecutive administration, and other neutrophil functions 
also improved in several patients with impaired neutrophil 
function . 

4.) Slight bone pain and an increase in serum alkaline 
phosphatase were observed in about a half of the patients during 
consecutive administration of rhG-CSF. Neither antibody nor 
accumulation of rhG-CSF was noted. 

5) In view of the foregoing, rhG-CSF was considered to be 
an effective and safe therapeutic agent for neutropenia and 
neutrophil dysfunction in patients with renal failure. In 
addition, 50 \ig/m 2 of rhG-CSF may be adequate as an initial dose 
for patients with renal failure. 
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1. Transmittal or toe tranalatttm to the applicant. 

□ The International Bureau trauttnitB herewith a copy of the English translation of the International preliminary report on 
patentability (Chapter 0- 

[✓] The International Bureau transmits herewith a copy of the English translation of ihe international preliminary report on 
patentability (Chapter U). 

2. Transmittal of the copy of Uia translation to the deelgnated or elected Ofliccs. 

The International Bureau notifies the applicant that copies of that IranalaUoil have been transmitted lo the following designated or elected 
Offices requiring such translation 

BP, KR 

Hie following designated or elected Offices, having waived the requirement for such a transmittal at this time* will receive copies of that 
translation from the International Bureau only upon thaJr request; 

AE, AG, AL, AM, AP, AT, All, AZ, BK BB, BQ, BR, BW, BY. BZ, OA, CH, CM, CO, CR P CU, GZ, DE, DK, DM, D2 t EA, 
EC, EE, EG, ES, Fl, GB, GD, GE, GMf, QM, HR, HU ( ID, IL, IN, IS, JP, KE, KG, KP, KZ, LC, LK< LR, IS, LT» LU, LV, MA, 
MD, MG, MK, m t MW, MX, MZ. NA, Ni v NO, NZ, OA, OM, PG, PH, PL, PT, RO, RU, SC, SD> SE, SG, SK, 8L, BY, TJ, 
TM, IN, TR V TT, TZ, UA, UQ, US, UZ> VC # VM, YU, ZA, ZM, ZW 

3. Reminder regarding translation into (one of j the official language^) of Hie elected OdteeCs). 

The applicant is reminded (hat, where a translation of the international application must be furnished to an elected Office, thai translation 
must contain a translation of any annexes to the international preliminary report on patentability (Chapter 11). 

It Ss the applicant's responsibility to prepare and nirnMi such translation directly io each elected OiUce concerned within the 
applicable time limit (Rule 74*1)* See Volume H of the FCT Applicant's Guide for farther defalk. 
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under Article 35 and transmitted to the applicant aceordiag to Article 3d 
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This REPORT consists of a total of 4 



BhaajB, including this eover sheet, 



This report is also accompanied fay comprising: 

t**M t& th* applliXtM atld W the btltnmtional Bureau) a total cf 



sheets, asfolloww 



□ 
□ 



shfidi or the description* eialms and/Of drawings which have been amended und arc the basis far this report anoWx- 
sheets containing rectfflcoUon* authorized by this Authority (see Rule 70. Is" and Section 607 of the Administrative 
Instructions). 

sheets -which supersede earlier sheets, but which this Authority ran^idsrs contain an amendment tliat goes beyond 
the disclosure in the international application as fljed, as indicated in Itam 4 of Bo* Nq. I and the Supplemental 

Box* 



fren/ to liitmrtational Bureau only) a total of Eindtcote type end number of electronic c*mer(s)) 



. containing a sequence listing and/or tables 

related thereto, in computer readable form only, as. Indicated In the Supplemental Box Relating to Sequence Listing (see 
Section 802 of the Administrative Instructions). 



Thi$ report contains indications relating to ihe fallowing items; 
Basl* of thwr report 
Priori^ 

Kon'establlshmsnt of opinion wish regard lo novahy, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement urnler Article 35(2) with regard to novelty, inventive step or Industrial applicability, 
citations and explanations supporting such Statement 

Certain documents cited 

Certain defects in the international a|iplieation 

Certain observations on the International application 
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Bo* No. m 


□ 


Bos No, IV 


SI 


Box No, V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No, VIII 



Da\t of ■ubnusaion of the demand 


Dm of completion of this report 


N»nx> and mailing adoWs of tSTIKSS 
facsimile No* 


Authorised ofBcer 
Telephone No. 
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Intenxntiorro. application No. 
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BOX No, I 



Bails Of the report 



With regard to the lauguigu, this report h baied on the international application in lb* language in which U was tiled, unlet* otherwise 
indicated under 1Mb Ucmn. 

Fl ™b report is band on translations from the original language Into the following 

^ wWcb is the language of ■ translation furnished for the purpose* ofi — — 

international Karen (Rule 12.3 and 23, U©)) 

EI publication of the International application {Rule 124) 

EZ NornotJanal preliminary examination (Rule 55,2 and/or SS.3) 

With regard to the elements of the JntcnwUonal application, thii report is bawd on tnptec*tH*nl the** *vhkh haw bwi furnished u\ the 
Wwins Office In mpmtst totm totfUtito* trnfarjirtdc 14 an rtftvwt to in this nport as "w1$inciIlvjV*<r and am mt annexed to 

IEI 
□ 



□ 



the international application as originally fiied/fornlshad 
the deieripllom 

pages 4 ^ l _ mhmHM 

pages* 



m originally filed/furnished 



received by this Authority on 
received by this Authority on 



the riaintt! 



nOS, 
nos,* 
nos.* 
nes.* 



as originally nleaVftirniihed 

as amended (together with any statement) under Article 19 



□ 



received feythi* Authority on 
received by thii Authority on 



the drawings; 
sheet a 

sheets* 

sheets* 



m originally fiicdMurnished 



□ 
□ 



received by Oris Authority oa 
received by this Authority on 



a sequence listing wtoVor any related (abie(t) - see Supplemental Bok Relating to Sequemss; Listing. 
The amendments have rssultad in the cancellation aft 

□ tha description, pageB . 

□ the claims, nos. 

□ the drawings* shaeta/flgB 

□ the Sequence Haling fapettfvji _ ___™«_-___^__^ 

any tnbte(s> related to sequence Hating! (specify^ , ^ LLi ^_, 



4 I | thiS report has been established as if (some of) the amendments annexed to this report and listed below had not been mads, since 
1 — 1 they have beett considered to ro beyond the <aselo*u«? as filed, as indicated in ih* Supplemental Bok (Role 70,2Cc». 

□ the descripUon. pages 

□ the claims, nos. 

CHI thsr drawings* Bhects/Ilgs 

□ the sequence lilting (sjHttifof. ________ ■ ™_________^ 

any tablets) related to sequence listing (spwcifyfr m ■ 



if hom 4 awU^jqtne wall &£tkof*^m ttuttf ba iti a}^_d ^Jif^^^ d " 
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Bra No., HI Non.<mtaUHahraem nf opinion lyjtta regard to novelty* LnvchlWaaiep antf Industrial Applicability 



W» ; qmittMii whether (he claimed Inversion appears to be novel, to involve an inventive step {to be nan obvious 0f to be industrially 
applicable have not been examlMd in raspect of; * 

EH the entire international application 

IS3 claims Nos. 10 



because* 



the sold International application, or the said claims Nob, 10 



□ 



relate to the following subject matter which does not require tin international preliminary examination <jp«#v): 

The subject matter of claim 10 relates to methods 
for treatment of the hurct&n body by therapy. Thus, this 
International Preliminary Examining Authority Is not 
required to carry out international preliminary 
examination on this subject matter under the 
provisions of PCX Article 34 (4) (a) (i) and PCX Rule 
67 . 1 (iv) . 



llw dcicrlpilon. daims ot drawings (indicate particular rtwwttt behw) or mid claims Nos, 
bcb ao unclear that no meaningful opinion could be formed (ipaeffi): 



□ 



the <Mlol mi* or saW daimi No«* ____ 

by the desedpiion that no meaningful opinion could be formed, 

no international search report hoe been established for said claims Nos. 3.0 



are so inadequately supported 



□ the nucleotide and/or amino acid sequence listing; dots not comely with the standard provided for In Annex C of She Administrative 
Instructions in than 

the written form Q hni not been furnished 

□ does not comply with the standard 

the computer readable Iterm LJ ha* not bee n furnished 

does not comply with the standard 

Fj the tables related to the nucleotide «nd/or amino acid sequence listing, if In computer readable form only, do not comply with the 
technical requirement* provided for in Annex Obis of the Administrative Instructions. 

I I See Supplemental Box for further detail i. 
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Box No. V 
1. Statement 



Raised fiiaUmtont under Artlde 33(2} with r«g S ^ u> novelty, Invontlvn rtap ar Ltidustcltil applicability* 
cUaUcmi and_giLptmiaitai» support!^ juchjrtaiaffl mi ^^^^^ * 



Inventive siep (IS) 



Indwnrin] applicability (I A) 



Claim* 
Cluing 

Clflfrw 

Claims 
Claims 



1-9 



1-9 



1-9 



2, Citation! and nxplnnaltorw (Rulo 70,7) 

Document Is Kanji Shishido et Nichijinshi, 1991, 

Vol. 33, No* 10, pages 973 to 981 

Document 2; Akiko S&eki, Nichijin Kaishi, 1996, Vol, 38, 
No. 12, pages 584 to 595 

Document 3: Struts, F * et al., Nephron, 1995, Vol* 69, 
Ho. 4, pages 371 to 379 



NO 

YES 
NO 

YES 

NO 



Claims 1 to 9 

The invention set forth in claims 1 to 9 is not 
disclosed in any of the documents cited in the 
international search report, and is therefore novel and 
involves an inventive step* 

In particular, documents 1 to 3 neither disclose nor 
suggest that G-CSF promotes the repair and regeneration 
of kidney tissue, and is effective in the treatment of 
renal failure. 



Pofm PCT/IPBA/409 (Bps Wo, V) Qwmy 2004) 



